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INTERNATIONAL PRELIMINARY International application No. PCT/USOO/20040 
EXAMINATION REPORT - SEPARATE SHEET 

1 . Section I 

The amended claims fulfill the requirements of Art 34(2)(b) PCT, in that they do not 
introduce subject-matter which was not present in the application as originally filed. 

2. Section V 

2.1 Cited Documents 

The following documents (D) are referred to in this Opinion; the numbering will be 
adhered to in the rest of the procedure: 

D1 : BP 0 930 065 A (Ethicon Inc.) 21 July 1 999 

D2: US 3 489 837 (Hyman LeRoy J.) 13 January 1970 

2.2 Art 33(2) PCT (Novelty) 

The subject-matter of present claims 1 -52 meets the requirements of Art 33(2) PCT. 

None of the cited previous art documents discloses compositions comprising a 
pharmacologically active ingredient and, as antimicrobially active agents, benzethonium 
chloride and phenoxyethanol. 

2.3 Art 33(3) PCT (Inventive step) 

The subject-matter of present claims 1-52 does not meet the requirements of Art 33(3) 
PCT. 

Document D1 discloses a topical composition (namely composition 17, cf. p. 7, II. 53- 
56) containing phenoxyethanol (0.5%) and benzethonium chloride (0.08%), wherein the 
latter agent exerts an anti-microbial activity (cf. p. 2, last paragraph). Document D2 also 
discloses topical compositions comprising the aforementioned compounds (cf. 
passages cited in the Search Report) and cites the latter as a known antimicrobial 
agent. The addition to such compositions of a pharmaceutically active ingredient cannot 
be considered as inventive, the more so since the application as a whole does not 
show than any surprising or unexpected result is obtained. 

3. Section Vill 

3.1 The claims as a whole are not clear, since topical compositions are at first 
disclaimed in the independent claims and than claimed in the dependent ones (see 
claims 8, 9, 32, 36, 41 and 52. 

Form PCT/Separate Sheet/409 (Sheet 1) (EPO-April 1997) 
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3.2 The claims totally lack conciseness and are therefore unclear. Their dependency is 
in part unclear (cf. e.g. claim 8, which is a composition claim depending from a method 
claim which is 4 pages down in the set of claims), some of them are just duplicates of 
one another (cf. e.g. claims 33-36 and 48-50). 



Form PCT/Separate SheeV409 (Sheet 2) (EPO-April 1997) 



•■16-10-2001 ' ^/ 031 922 US002> 

W§R8C'dPCT/PT0 2 2 JAN 2002 

CLAIMS 

What is claimed is: 

1. A pharmaceutical composition comprising a phannacologically active ingredient and an 
amount of benzethonium chloride and an amount of phenoxyethanol wherein the amounts of 
benzethoniinn chloride and pheooxyefhanol are effective to inhibit microbial growth, and 
wherein the composition is not formulated for topical administration. 

2. The composition of claim 1, further defined as comprising benzefhonium chloride in a 
concentration of from about 0.001 to about 1.0%, and phenoxyethanol in a concentration of &x>m 
about 0.01 to about 2.0%. 

{ 

3. The composition of claims 1, 2, 45, 46 or 47, wherein said phaimacologically active 
ingredient is a cardiovaiscular agent 

4. The composition of claim 3, wherein said cardiovascular agent is diltiazCTn, digoxin, 
dopamine, digitalis, procainamide hydrochloride, lidocaine, verapomil, or levostatin. 

5. The composition of claims 1, 2, 45, 46 or 47, wherein said pharmacologically active 
ingredient is an agent for the treatment of the gastrointestinal system or liver. 

6. The composition of claim 5, wherein said agent for the treatment of the gastrointestinal 
» system or the liver is an antacid, a digestant or an emetic, 

7. The composition of claim 5, wherein said agent for the treatment of the gastrointestinal 
system or the liver is lipase, fiirosamide, inorphine, scopolamine, ranitidine. 

8. The composition of daim 44, wherein said pharmacologically active ingredient is a 
topically active agent. 
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9. The composition of claim 8, wherein said topically active agent is bentonite, zinc oxide, 
dimetihicone, or glycerm. 

10. Hie composition of claims 1, 2, 45, 46 or 47, whcrdn said phaimacologically active 
agent is a hematologic agent 

1 1. The composition of claim 10, wherein said hematologic agent is hepaiin, streptokinase, 
urokinase, tissue plasminogen activator, or aspirin, 

12. The composition of claims 1, Z, 45, 46 or 47, wherein said pharmacologically active 
agent is an antihistamine. 

13. The composition of claim 12, wherein said antihistamine is theophylline, 
diphenhydramine, hydroxy2iae or fexofenadine. 

14. The composition of claim 12, wherein said antihistamine is fexofenadine, 

15. The composition of claim 14, comprising about 0.005% bmzethonium chloride, and 
about 0.25% phenoxyetfaanoL 

16. The composition of claims 1, 2, 45, 46 or 47, wherein said phaimacologically active 
ingredient is an antimicrobial. 

17. The composition of claim 16, wherein said antimicrobial is penicillin, amoxycillin, 
kanamycin, neomycin, erythromycin, tetracycline, doxycycline, norfloxacin, or cyclosporin. 

18- The composition of claims 1, 2, 45, 46 or 47, wherein said pharmacologically active 
agent is an antiepileptic or anti-seizure agent 

19. The composition of claim 18, wherein said antiepileptic or anti-seizure agent is 
phenytoin, dilantin, or phenobarbital. 
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20. Hie composition of claims 1, 2, 45, 46 or 47, wherein said phainiacologically active 
agent is a sedative or hypnotic. 

21. The conoposition of claim 20, wherein said sedative or hypnotic is scopolomiue, 
fexofenadine, ormethaqualone. 

22. The composition of claims 1, 2, 45, 46 or 47, wherein said pharmacologically active 
agcmt is a diiiiretio. 

23. The composition of claim 22, wherein said diuretic is furosemide, amiloride, 
aminophylliQe, or theobromide. 

24. The composition of claims 1, 2, 45, 46 or 47, wherein said pharmacologically active 
ingredient is apsychopharaiacologic agent 

25. The composition of claim 24, wherein said psychophaimacologic agent is an anti- 
psychotic or an antidepressant. 

26. The composition of claims 1, 2, 45, 46 or 47, wherein said pharmacologically active 
ingredient is an antirmigrdne agent 

27. The composition of claims 1, 2, 45, 46 or 47, wherein said pharmacolo^cally active 
agent is a hormone. 

28. The composition of claims 1, 2, 45, 46 or 47, wherein said pharmacologically active 
agent is a protein or peptide. 

29. The composition of claims 1, 2, 45, 46 or 47, further comprising a second active agent. 
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30. The composition of claim 29, wherein said second active agent is a cardiovascular agent, 
an agent for the treatment of gastrointestinal disorders, a topically active agent, a hematologic 
agent, an antihistamine, an antimicrobial, an antiepileptic, an anti-seizure agent, a sedative, a 
hypnotic, a diuretic, a psychopharaiacologic agent, an anti-migraine agents a hormone, a protein 
or a pqptide. 

31. The composition of claims 1, 2, 45, 46 or 47, wherein said composition is a liquid, 
suspension, emulsion, solution, mixture, cream, inhalant, aerosol, gel, ointment, suppository, 
powder, tablet 

32. The composition of claims 1, 2, 45, 46 or 47, whorein said composition is admimstrable 
• parenterally, via mucosa, topically, by suppository, by inhalation, orally, aurally, or ocularly. 

33. A pharmaceutical carrier composition for use as a non-topically administered carrier of a 
phannaceutically active ingredient, wherdn said carrier comprises an amount of benzefhonium 
chloride and an amount of phenoxyefhanol wherein the amounts of benzefhonium c±Ioride and 
phenoxyethanol are effective to inhibit microbial growth in said composition. 

34. The pharmaceutical carrier composition of claim 33, furOier defined as comprising 
benzethonium chloride in a concentration of from about 0.001 to about 1.0%, and 
phenoxyethanol in a concentration of fi:om about 0.01 to about 2.0%. 

i 35. The phjarmaceutical carrier composition of claims 33 or 34, wherein said 
pharmaceutically active ingredient is a cardiovascular agent, an agrat for the treatment of 
gastrointestinal disorders, a topically active agent, a hematologic agent, an antihistamine, an 
antimicrobial, an antiepileptic, an anti-seizure agent, a sedative, a hypnotic, a diuretic, a 
psychophannacologic agent, an anti-migraine agent, ahomione, a protein or a peptide. 

36. The pharmaceutical carrier composition of claims 48, 49 or 50, wherein said 
pharmaceutically active mgredient is a cardiovascular agent, an agent for the treatment of 
gastrointestinal disorders, a topically active agent, a hematologic agent, an antihistamine, an 
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antimicrobial, an antiqpileptic, an anti-seizure agent, a sedative, a hypnotic, a diuretic, a- 
psychopharmacologic agent, an anti-migraine agent, alioimone» a protein or apeptide^ 

37. A vial for containing multiple dosages of a phaimacologically active ingredient, wherein 
said vial contains a solution comprising said active ingredient and an amoimt of benzethotdum 
chloride and an amount of phenoxyethanol wherein the amounts of benzethonium chloride and 
phenoxyethanol are effective to inhibit microbial growth in said composition, said solution 
formulated for administration by a route selected fiom the following: parenteral, muscosal, 
ocular, aural> oral, suppositoiy, inhalation* 

38. The vial of claim 37, "further defined as comprising benzethonium chloride in a 
concentration of from about 0.001 to about 1-0%, and phmoxyethanol in a concentration of from 
about 0.01 to about 2.0%. 

39. The vial of claims 37 or 38, wherein said pharmacologically active ingredient is a 
cardiovascular agent, an agent for the treatment of gastrointestinal disorders, a hematologic 
agent, an antihistamine, an antimicrobial, an antiepileptic, an anti-seizure agent, a sedative, a 
hypnotic, a dinretic, a psychopharmacologic ageat, an anti-migraine agent, a hormone, a protein 
or a peptide. 

40. A pharmaceutical package for containing multiple dosages of a pharmacologically active 
ingredient, wherein said vial contains a solntioD comprisiag said active ingredient and an amount 
of benzethoninm chloride and an amount of phenoxyethanol wherein the amounts of 
benzethonium chloride and phenoxyethanol are effective to inhibit microbial growth in said 
composition, the benzethonium chloride being present in a concentration of about 0.001% to 
about 0.005% and tiie phenoxyethanol being present in a concentration of about 0.01% to aboiit 
0-25% said solution formulated for administration by a route selected from the following: 
parenteral, muscosal, ocular, aural, oral, suppository, inhalation. 

41. The phannaceutical package of claim 40, wherein said pharmacologically active 
ingredient is a cardiovascular agent, an agent for the treatment of gastrointestinal disorders, a 
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topically active agent; a hematologic agent, an antihistamine, an antimicrobial, an antiepilqjfic, 
an anti-seizure agent, a sedative, a hypnotic, a diuretic, a psychopharmacologic agent, an anti- 
migraine agent, a homione, a protein or a peptide. 

42< A method of inhibiting noicrobial growth in a non-topically-administrable solution 
comprising a pharmacologically active ingredioit, said method comprising adding benzethonium 
chloride and phenoxyethanol to said solution. 

.43. The method of claim 42, wherein benzethonium chloride is added in a concentration of 
from about 0.001 to about 1.0%, and phenoxyethanol is added in a concentration of from about 
0.01 to about 2.0%. 

44. The method of claims 42 or 43, wherein said pharmacologically active ingredient is a 
cardiovascular agent, an agent for the treatment of gastrointestinal disorders, a hematologic 
agent, an antihistamine, an antimicrobial, an antiepileptic, an anti-seizure agent, a sedative, a 
hypnotic, a diuretic, a psychophamiacologic agent, an anti-migraine agent, a hormone, a protein 
or a peptide. 

45. A phannaceutical composition comprising a pharmacologically active ingredient, an 
amount of benzethonium chloride and an amount of phenoxyethanol, wherein the amounts of 
benzethonium chloride and phenoxyethanol are effective to inhibit microbial growth, and 
wherein the benzethonium chloride is present in a concentration of from about 0.001 to about 
0.005%, and the phenoxyethanol is present in a concentration of from about 0.01 to about 0.25%. 

46. A phamiaceutical composition comprising a phaimacologically active ingredient and an 
amount of benzethonium chloride and an amount of pheno5Q^ethanol wherein the amounts of 
benzethonium chloride and phenoxyethanol are effective to inhibit microbial growth, and 
wherein the composition is fonnulated for administration by a route selected from the following: 
parenteral, mucosal, ocular, aural, oral, suppository, inhalation. 
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47. The pharmaceutical compoaition of claim 46, foither defined as comprising 
benzethonium chloride in a .concentration of from about 0.001 to about 1.0%, and 
phenoxyethanol in a concentration of fi-om about 0.01 to about 2,0%. 

48. A phaimaceutical carrier composition for use as a carrier of a phannaceutically active 
ingredient, wherein said carrier comprises an amount of benzethonium chloride and an amount of 
phenoxyethanol wherein the amounts of benzethora'um chloride and phenoxyethanol are 
effective to inhibit microbial growth in said composition, and wherein the benzethonium chloride 
is present in a concentration of jfrom about 0.001 to about 0.005%, and the phenoxyethanol is 
present in a concentration of &om about 0.01 to about 0.25%. 

49. A pharmaceutical carrier composition for use as a carrier of a phannaceutically active 
ingredient, wherein said carrier comprises an amount of ben2ethonium chloride and an amoxmt of 
phenoxyethanol wherem the amounts of benzethonium chloride and phenoxyethanol are 
effective to inhibit microbial growth in said composition, and wherein the carrier is formulated 
for administration by a route selected from the following: parenteral, mucosal, ocular, aural, oial^ 
suppository, inhalation. 

50. The pharmaceutical carrier composition of claim 33, further defined as comprising 
benzethonium chloride in a concentration of fi-om ■ about 0.001 to about 1.0%, and 
phenoxyethanol in a concentration of firom about O.OJ to about 2.0%. 

51. A method of inhibiting rm'crobial growth in a solution comprising a pharmacologically 
active ingredient, said method comprising adding benzethonium chloride and phenoxyethanol to 
said solution^ wherein the benzethonium chloride is added to be in a concentration of from about 
0.001 to about 0,005%, and the phenoxyethanol is added to be in a concentration of from about 
0.01 to about 0.25%. 

52. The method of claim 46, wherein said pharmacologically active ingredient is a 
cardiovascular agent, an agent for the treatment of gastrointestinal disorders, a topically active 
agent, a hematologic agent, an antihistamine, an antimicrobial, an antiq)ileptic, an anti-seizure 
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• ' , ageat, a sedative, a hypnotic, a diuretic, a psychophaimacologic agcat. an anti-migraine agent, a 
honnone, a protein or a peptide. 
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(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of 8 sheets. 



3. This report contains indications relating to the following items: 



Basis of the report 
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Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations suporting such statement 



Certain observations on the international application 



Date of submission of the demand 
20/02/2001 



Date of completion of this report 
13.12.2001 



Name and mailing address of the international 
preliminary examining authority: 
European Patent Office 

D-80298 K^unich 
Tel. +49 89 2399 - 0 Tx: 623656 epmu d 

Fax: +49 89 2399 - 4465 



Authorized officer 
Giacobbe, S 

Telephone No. +49 89 2399 8463 
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INTERNATIONAL PRELIMINARY 

EXAMINATION REPORT Internationa! application No. PCT/USOO/20040 



Basis of the report 

With regard to the elements of the international application (Replacement sheets which have been furnished to 

the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70, 16 and 70.17)): 
Description, pages: 

1-27 as originally filed 



Claims, No.: 

1 .52 as received on 1 6/1 0/2001 with letter of 1 2/1 0/2001 



2. With regard to the language, alt the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1(b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
International preliminary examination was carried out on the basis of the sequence listing: 

' □ contained in the international application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure ir 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have beer 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 
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INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 



International application No. PCT/US00/2004C 



(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 1-52 

No: Claims 

Inventive step (IS) Yes: Claims 

No: Claims 1-52 

Industrial applicability (lA) Yes: Claims 1-52 

No: Claims 



2. Citations and explanations 
see separate sheet 

VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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INTERNATIONAL SEARCH REPORT 

(PCT Article 18 and Rules 43 and 44) 



Applicant's or agent's file reference 
MAR618/4006A 


FOR FURTHER Notification of Transmittal of International Search Report 
. (Form PCT/ISA/220) as well as, where applicable, item 5 below. 

ACTION 


International application No. 

PCT/US 00/20040 


International filing date (day/month/year) 

21/07/2000 


(Earliest) Priority Date (day/month/year) 

22/07/1999 


Applicant 

AVENTIS PHARMACEUTICALS, INC. et al . 



This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 1 8. A copy is being transmitted to the International Bureau. 

This International Search Report consists of a total of 2 sheets. 

[T] It is also accompanied by a copy of each prior art document cited in this report. 



Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless othenvlse Indicated under this item. 



□ 



the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23. 1(b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 
I I contained in the international application in written form. 

filed together with the international application in computer readable form, 
furnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readble form. 



□ 
□ 
□ 
□ 



2. 
3. 



□ 

□ 
□ 



the statement that the sulDsequently furnished written sequerice listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has been 
furnished 

Certain claims were found unsearchable (See Box I). 
Unity of Invention Is lacking (see Box II). 



With regard to the title, 

[X] the text is approved as submitted by the applicant. 

I I the text has been established by this Authority to read as follows: 



5. With regard to the abstract, 

pr| the text is approved as submitted by the applicant. 

□ the text has been established, according to Rule 38.2(b), by this Authority as it appears in Box III. The applicant may, 
within one month from the date of mailing of this international search report, submit comments to this Authority. 

6. The figure of the drawings to be published with the abstract is Figure No, nr: 

I I as suggested by the applicant. Q None of the figures. 

I I (because the applicant failed to suggest a figure. 

I I because this figure better characterizes the invention. 
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A. CLASSIFICATION OF SUBJECT MATTER 
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According to Internationa! Patent Classification (IPC) or to both national classification and IPC 



B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
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Documentation searched other than minimum documentation to the e}ctent that such documents are included in the fields searched 



Electronic data base consulted during the international search {name of data base and. where practical, search terms used) 
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C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category " Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 
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21 July 1999 (1999-07-21) 

page 2, paragraph 6 

page 2, paragraph 12 -page 3 

page 7, paragraph 40; claims 1,4; example 
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US 3 489 837 A (HYMAN LEROY J) 
13 January 1970 (1970-01-13) 
column 1, line 46 - line 57 
column 2, line 52 - line 57 

US 5 045 529 A (CHIANG CHING) 

3 September 1991 (1991-09-03) 

column 3, line 31 - line 34 

column 4, line 33 - line 42 

column 7, line 3 - line 18 

column 7, line 33 - line 35; claims 1,2,12 
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1-44 



1-44 
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Further documents are listed in the continuation of box C. 



Patent family members are listed in annex. 



* Special categories of cited documents : 

"A" document defining the general state of the art which is not 
considered to be of particular relevance 

"E" earlier document but published on or after the international 
filing date 

"L" document which may throw doubts on priority claim(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or 
other means 

"P" document published prior to the international filing date but 
later than the priority date claimed 



"T" later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underiying the 
invention 

"X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

"Y" document of particular relevance; the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

"&" document member of the same patent family 
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